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CLAIMS 

1. UseVof at least one molecule containing selenium, in a quantity 
corresponding \o a daily dose of about 2 to 80 mg of atomic selenium 
5 equivalent, i.e about 0.025 to 1 mg/kg, for the production of a drug for treating 
severe systemic ynfiammatory response syndrome or any state corresponding 
to a severe acuteVattack of an inflammatory pathology causing an exacerbation 
of cytokine secretion, with the exception of a molecule of formula 

Ri Se — Z X — 

0 ^2 



C3 



alkenylene or phenylalkylene or 

be bonded to the amidino group, to 
5, 6 or 7 members, provided that when 
or an alkenylene or a substituted 
to the X group, the X group 



in which : 

Ri is H, alkyi, alkenyl\ phenyl, 
a substituted derivative of ■ 
15 when Ri is alkylene or alkenyle 
Z or to X to form a heterocyclic 
Ri is bonded to the Z group, Z is 
derivative of these, and, wher 
represents CR5 or N; 

20 R2 and R3 are indepenrfently hVlower alkyI, alkenyl, alkylene, alkenylene, 

amino, phenyl or phenyIalkyl6ne,o/a Substituted derivative of these; 
when R2 is alkylene or alkenyl^de, R2 may optionally be bonded to the imino N 
group located adjacent to tHe carbon atom of the amidino group to form a 
heterocyclic ring with 5 or 6 members; 

25 Z represents an alkylene, alkenylei\e, cycloalkylene or cycloalkenylene 

group or a substituted derivative of these; 
when R2 or R3 represents an alkylene or alke?^ylene, R2 or R3 may optionally be 
bonded to the adjacent Z group to form a heterocyclic ring with 5 or 6 members 
containing nitrogen and carbon atoms and additionally not more than one 

30 oxygen or sulfur atom provided that this hererocyclic group is optionally 
substituted by a lower alkyI, alkoxy, halo, hydroxy qr amino group; 
X represents N, NR4, O, CR5 or CR4R5; 

R4 represents H or an alkyl, thioalkylene or thbesteralkylene group; 
R5 represents H or an alkyl, alkylene, \alkenylene, thioalkylene, 
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thioesteralkyl^ne, amino or carboxyl group; and 

when R4 represents an alkylene, alkenylene, thioalkylene or thioesteralkylene 
group, R4 may optionally be bonded to the R2 or R3 group to form a heterocyclic 
ring with 5 or 6 rnembers containing nitrogen and carbon atoms and additionally 

5 not more than one oxygen or sulfur atom, on condition that R2 and R3 
independently represent an alkylene, alkenylene, amino, phenyl, 
phenyialkylene or\a substituted derivative of these in which the substituted 
derivative is a lower alky! or halo group. 

2. Use of at least one molecule containing selenium for the production of 

10 a drug for treating systemic inflammatory response syndrome, in a quantity 
corresponding to a \daily dose of about 2 to 80 mg of atomic selenium 
equivalent, i.e. about 0.025 to 1 mg/kg, at the beginning of the treatment, then 
at a daily dose of aboeit 0.5 to 2 mg of atomic selenium equivalent, with the 
exception of a molecule qf formula 

15 \ J /I 

Ri Se Z X C V/ / 

HN 

in which : / \^ 

Ri is H, alkyi, alkeyfyl, plleWl, alkylene, alkenylene or phenyialkylene or 

a substituted derivative o/tt>^e; \ 
20 when Ri is alkylene or aH<enylene, Ri may be bonded to the amidino group, to 

Z or to X to form a^h^rocyclic ring vOuth 5, 6 or 7 members, provided that when 

Ri is bonded to the Z group, Z is an aJkylene or an alkenylene or a substituted 

derivative of these, and, when Ri is\ bonded to the X group, the X group 

represents CR5 or N; \ 
25 R2 and R3 are independently H, lower alkyI, alkenyl, alkylene, alkenylene, 

amino, phenyl or phenyialkylene, or a substituted derivative of these; 

when R2 is alkylene or alkenylene, R2 mayyoptionally be bonded to the imino N 

group located adjacent to the carbon atom of the amidino group to form a 

heterocyclic ring with 5 or 6 members; \ 
30 Z represents an alkylene, alkenylene,\cycloalkylene or cycloalkenylene 

group or a substituted derivative of these; \ 

when R2 or R3 represents an alkylene or alkenylfene, R2 or R3 may optionally be 
bonded to the adjacent Z group to form a heterocyclic ring with 5 or 6 members 
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20 



25 



30 



35 



containing nitrogen and carbon atoms and additionally not more than one 
oxygen or sulfur \ atom provided that this heterocyclic group is optionally 
substituted by a lower alkyi, alkoxy, halo, hydroxy or amino group; 
X represents\N, NR4, O, CR5 or CR4R5; 

R4 represents H or an alkyi, thioalkylene or thioesteralkylene group; 
R5 represent H or an alkyi, alkylene, alkenylene, thioalkylene, 
thioesteralkylene, amino or carboxyl group; and 

when R4 represents Ian alkylene, alkenylene, thioalkylene or thioesteralkylene 
group, R4 may optionklly be bonded to the R2 or R3 group to form a heterocyclic 
ring with 5 or 6 members containing nitrogen and carbon atoms and additionally 
not more than one\ oxygen or sulfur atom, provided that R2 and R3 
independently represent an alkylene, alkenylene, amino, phenyl, 
phenylalkylene or a substituted derivative of these in which the substituted 
derivative is a lower alky[\or h^lggroup i^ the subsequent treatment. 

3. Use according to e«e^o^^taas=4=^^ which the drug is intended for 
treating severe acute jnf©ptio>iyy3tates, such as peritonitis, pneumopathies, 



meningitis or bacterial septic 
4. Use according to 
states whether of bacterjj 
condition accompanied 
particular an increase 
conditions such as an 



of 



shock state. 

or treating severe infectious 
, fungal, or viral origin and, in general, any 
ignificant immuno-inflammatory reaction with in 
pulating cytokines, but also more localized 
eumatoid polyarthritis.^ j 



5. Use of the drug accoWing tQ^.^|^0^^ ^^^^fnfe^ r e c ed in g -claln^ for 
treatment in man or animals, they doses per kg being, in animals, modulated 
according to the 50% lethal dose (\d 50) of the species in comparison with that 
of the human species. 

6. Use according to any^bne-< ^ th o pro cpr l i n g rl aims in which the drug is 
produced so as to give a daily dose\pf about 2 to 80 mg of atomic selenium 
equivalent, i.e about 0.025 to 1 mg/kd during the first day, and optionally the 
second, third and fourth days of tp^me^^ | 

7. Use according to any-o feofiFi e ^ clain p ^ sJn which the drug is 
produced so as to give a daily dose of about 0.5 to 2 mg of atomic selenium 
equivalent for 1 to 20 days during^he^si^se^^ treatment. 

8. Use according to ar^^ne-o?^fie-^^ according to which 



one of the molecules containing ^^j^^^^^JJ}^^ selenite 

9. Use according to any-ono of tho proc odiog^xJaiqig in which several 
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molecules containing selenium are used simultaneously to modulate more 
precisely different compaVtments of the systemic inflammatory reaction. 

10. Use according to claim 9 in which said molecules are one or more of 
the following molecules : a selenium salt, such as a selenite or selenate of 
5 inorganic selenium, or ait organic selenium, for example selenocysteine, 
selenomethionine, selenodiglutathione, seienomethyl selenocysteine, dimethyl 
selenoxide, selenocystamiffie, selenated yeasts or synthetic chemicals 
containing one or more aroms of selenium, the preferred molecule being 

sodium selenite \ t J^^e^-rV- \ 

10 11. Use according to Mj;^mE?^JtE:5>x^^ characterized in 

that the drug is in a form whi&h may be administered by the parenteral route, 
preferably by intravenous, andValso by subcutaneous, intramuscular, and also 
by intraperitoneal, enteral or ora\ routefe<^ncl advantageously in an injectable or 
perfusable pharmaceutical form c^foj^nteral administration. 

15 12. Use according to af^c^^^^fe^ceeediagifilai^ characterized in 

that the drug contains at leas^^oneas non-selenium compound 

inhibiting, or reducing the conserauW oxidative metabolism or inhibiting 

the inflammatory reaction. u \ / 

13. Use according to claim 12Vcharacterized in that the associated non- 
20 selenium compound which inhibits oxidative metabolism is selected from a 

glutathione precursor, an iron cJ>elator,\a copper chelator, copper, zinc, vitamin 
E and optionally vitamin O, \ 

14. Use according to claim 12,\characterized in that the compound 
inhibiting the inflammatory reactic^n's^o Jd\^^^ | 

25 15. Use according to ^aeyron^^^^e^Sr^ ^ characterized in 

that the drug contains an essential oligo-element other than selenium or those 

cited above (Cu, Zn). \ 

16. Pharmaceutical composition characterized in that it comprises a 

quantity of molecule or molecules containing selenium corresponding to a daily 
30 dose of about 2 to 80 mg of atomic selenium Equivalent, i.e. about 0.025 to 1 

nng/kg, and pharmaceutically acceptable exciaients, with the exception of a 

molecule of formula \ 

N R3 \ 

Ri Se Z X C \ 

HN R2 \ 
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in which : * 

Ri is H, alkyi, alMenyl, phenyl, alkylene, alkenylene or phenylalkylene or 
a substituted derivative of these; 

when Ri is alkylene or alkenylene, Ri may be bonded to the amidino group, to 
5 Z or to X to form a heterocyclic ring with 5, 6 or 7 members, provided that when 
Ri is bonded to the Z group, Z is an alkylene or an alkenylene or a substituted 
derivative of these, and,\when Ri is bonded to the X group, the X group 
represents CR5 or N; \ 

R2 and R3 are independently H, lower alkyi, alkenyl, alkylene, alkenylene, 
10 amino, phenyl or phenylalkylene, or a substituted derivative of these; 

when R2 is alkylene or alkenylene, R2 may optionally be bonded to the imino N 
group located adjacent to the carbon atom of the amidino group to form a 
heterocyclic ring with 5 or 6 members; 

Z represents an alkylene, alkenylene, cycloalkylene or cycloalkenylene 
15 group or a substituted derivativeW these; when R2 or R3 represents an alkylene 
or alkenylene, R2 or R3 may opt\onally be bonded to the adjacent Z group to 
form a heterocyclic ring with 5 o\6 meprfSbrs containing nitrogen and carbon 
atoms and additionally not more tharvon^ oxygen or sulfur atom provided that 
this heterocyclic group is optionallVj^postituted by a lower alkyI, alkoxy, halo, 
20 hydroxy or amino group; 

X represents N, NR4, O, C«fe oXcRaF^; 

R4 represents H or an alkyI; thioalkyfene or thioesteralkylene group; 
R5 represents H or alkw; alkylene, alkenylene, thioalkylene, 
thioesteralkylene, amino or carboxyl gTOi\p; and 

25 when R4 represents an alkylene^^kenylfene, thioalkylene or thioesteralkylene 
group, R4 may optionally be bonded to theW or R3 group to form a heterocyclic 
ring with 5 or 6 members containing nitrogen and carbon atoms and additionally 
not more than one oxygen or sulfur atom' provided that R2 and R3 
independently represent an alkylene,\ alkenylene, amino, phenyl, 

30 phenylalkylene or a substituted derivative of these in which the substituted 
derivative is a lower alkyI or halo group.. \ 

17. Pharmaceutical composition according to claim 16, characterized in 
that it contains at least one associated non-sefenium compound inhibiting or 
reducing the consequences of oxidative metabolism or inhibiting the 

35 inflammatory reaction. \ 

18. Pharmaceutical composition according to claim 17, characterized in 
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that the associated non-seleniWm compound is selected from vitamin E and 
optionally vitamin C, a glutathione precursor, an iron chelator, a copper 
chelator, copper, or zinc. 

19. Pharmaceutical compositibn according to claim 17, characterized in 
that the compound inhibiting the inflammatory^aa^ is gold. 

20. Composition according to afiw^n e o^ 
in that it contains an essential oligo-elemept^ than selenium or those cited 
above (Cu, Zn). ^ I C? ' 

21. Composition according any^^e==^t-Glaim^^ 

in t hat it is in an injectable or p^us^!B^;e\Dxrn or for parenteral administration, 
preferably intravenous (also ^Subcutaneous or intramuscular), but also 



5m s 16 -t o 19 7 characterized 



iperitoneal, enteral or oral. 

22. Composition according to^aa^A^ottHXpr cl^ltirf?c:^t:QNyv-^ characterized 
in that it is in the form of a perfusion containing^ between about 1.3 and 800 mg 
of atomic selenium equivalent per litre. 
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Xavier FORCEVILLE et al. 
amendment by substitution of the pages, only claims 1-22 
remain pending in this application. 

Respectfully submitted, 
YOUNG & THOMPSON 
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Attorney for Applicants 
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Registration No. 35,041 
745 South 23rd Street 
Arlington, VA 22202 
Telephone: 7 03/521-22 97 

February 28, 2001 



